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a) 



(57) Abstract 

Peroxisome proliferator-activated receptor (PPAR) controllers containing as the active ingredient compounds represented by general 
formula (I), salts of the same, or hydrates of both (wherein each symbol is as defmed in the description). The compounds exhibit control 
effects against PPAR and are therefore useful as, e.g., antihyperglycemic drugs, antihyperlipidemic drugs, or preventive and/or therapeutic 
agents for metabolic diseases such as diabetes, obesity, syndrome X. hypercholesterolemia and hyperlipo-proteincmia; hyperlipemia, 
aneriosclcrosis, circulatory diseases, polyphagy, and ischemic heart diseases. 
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:t ^ i/ V - A 



m^mmm 



^hKWLiit. (I) 



V^T. i^\H^^i^X^^^)l^t^z/y~A^mBi^^i\:^^i^ (Peroxisome 
Proliferator Activated Receptor ; JilT. P P A R t B^IBI" ^ o ) ^^'(^ § ? tLT 

^^co7'fy7*-A itfs^ Tj^mm $ ti. m%mx\i a. y<D3 mmi)^^ h 

iXX\^^^ (J. Steroid Biochem. Molec. BioL, 51, 157 (1994) ; Gene Expression, 4, 281 
(1995) ; Biochem Biophys. Res. Commun., 224, 431 (1996) ; Mol. Endocrinology, ^, 

1634(1992) #Hs) , ym\ii.\zmmk. %nmu. lo^. mm. ^hm 





a) 
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m^fi^ft^tX\'''i Z bit^^htlX\'^i (Endocrinology, 122, 354-366 (1996) # 

m) o 

X^t>ibX:^-^Xh^t^A.hiXX^^iit^mxibho 




10 ttz^ z'ixh<o'f-yv^)VymM^(n>mmm^'m,^%(o-^ii^VY k-^y^ 

m-^Xtb . P P AR 7 (nUn-'^'^-kn-K^^hZ 1 75*2fiJ^ LTV^* 
(Endocrinology, 137 : 4189-4195 (1996) ; Cell, S2 : 803-812 (1995) ; CeU, 83 : 813-819 
(1995) ; J. BioL Chem., 22Q : 12953-12956 (1995) #fia) o ^^feo P P A R y Ofe 

15 ■tfzStm'f^^r^nhX^X^m.Xihhh^TLhiy^h^ tfz. PPAR7T:^-;^h 
(iPPAR/Se ^$r<D^mijCMt ^ i t "b tiT (Genes & 
Development, IQ 1 974-984 (1996)) Z tt^h. ? P ARy i ^\i.itt hO^i'jih'f? 

p kRyW^^$![<o^mmi!!&^^hm\mm\ztmb^7Lhfii>o 

P P A R y {i fltrana^-fk M o T is •) (J. BioL Chem. , 222, 
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5637-5670 (1997) iSXX/C&U, SI. 803-812 (1995)#HB ) . ^Ltli ffi^-ffc-C ^i>^7 
VV-:^>il##{iJilfl&«BJia^'fk«ri£itt'5ii:***Df>tiTv>^o \^ Vizis 

m^ft^^J^ ^ tlfz (Lancet, M2, 952 (1997)#M) o P P A R 7 m^imm 

5 tii^mm(7 > 9 h )^ p p A R 7 s#<^ii3ii£rM^^ -e I -5 ^ 

3WiBS^^fi«>tC;tffi-C**i:#X.<btl«o Science, 224 : 2100-2103 (1996) 

K\U P P A R 7 «r U ^iJ-ffcl-* i t J: o T'e<^^S^4=^»J'C % Mt-k^-b^'^ 
^$fLTi5>}. -?-<^;r i:7&^f>PPAR7geicJi^^L=&v^^O<^-eofStt=£:?P 

10 itt(i>0ii::i>t>PPAR7^^#:0^gfS<b?fiJ (T:f-;^h) . ^Tt^SSSt 

(0^^^^-^%^^^ k^y^^^wm%\tMmmn. m%.mn. mm 
i#oi&a=^^$ij-e§ ^ p p A R 7 m^^mmMi±. M.mmrm. m^m. m 

20 TSOi: LT^f>*LTV^-675^ 




0 



t^'^mLX\i^Z, (Nature, 342 : 645-650 (1990) ; J. Steroid Biochem. Molec. Biol. 51 : 
157-166 (1994) ; Biochemistry, 32 : 5598-5604 (1993)#BB) „ :Lilh<0:Lhi}-^h. 
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7 ^ T'l/- V^it^milimmt L^-SPPARa $^^0$!I«I^PJ(i, JliSfi:Tf^ 

itllJJLniC^), P P AR a;5«K4t-5^it&iSt4t LT. ^iS. WO 9736579-t 
5 ?gjM«tC{iOTl^f^ffl«'^LTV^*C:i:75*#^$*iyi:o ttz. J. Lipid Res., 22. 
17-30 (1998)tC fi P P A R a ^^i^Of^mti^ X o XM^m V (H D L) 3 

p;^ro-;i/±#f^ffl, -g-LT. ®:^SV>K®e (LDL) n 1^:^x0 

(VLDL) 3U;^ro-;l/, $ <b»c{i h V -t V K<^|g:Tf^ 
ffl^WLTV^^dty^^^^^tLTV^^o Diabetes, 46, 348-353 (1997)lc;i 7 ^' "/l^ 

Ay 7.^) ywm.(o^mii'm.t> n Jt t $ ^lt ^ „ t p p a r « 

^^fi^tt^bt-ST^*-;^ h^PP AR aSeStOl^a^r/umi-^ PPAR a 

«llffll?PJI±llt«<g;TSiJ. Ji5J!iJfiLi^r&3lflli:LT:tffl'C*-S{f;&>f) JiS^ffiU 
aKSe (HDL) 3^;^xn-;l.±#f^ffl, -S^JKV^gS (LDL) •nVT.T 
15 a-;i'i5J:i;f/^7t{i®ig:^iS';'-Kg& (VLDL) n ^;^xn-;KO^iJj'^f^ffl. 

P P A R * '^m^-k:^±\z.X^mc\^fz U :«r> P P A R * 

PPAR<y{l. t §ICPPAR^> ^ivMili hi^it-^HIiNUC 1 t 
nXV^-So itL^-ejIPPAR 5 <7)^!fefgtti: LT. WO 9601430 -f-^^i^^tCJi 
hNUClB (t hNUC 1 t IT^/S^^^r^&PPAR-y-r^'f 7") b P 
P A R a ^ .-^ 1/ -fe y ^ - O^^m^ WJT- ^ -5) i i: $ :lx T 
25 V>^o ^Tt, :tJat?{iWO 9728149 ^§gia#lC;feV^T. P P A R SSStCl^V^ 
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!^m¥ 6-211814 -^i3J:Of#|i5p 4.300859 ^ (Hl^^B y /^ffinm^m 
490820 §g«B#-e. 7>i^tT > v > H ^0if^ffl JC^o'V^T, d o 

10 TV^So 

15 :$:|&?gt^^L/w<, 

tfz. (I) •C^?a-&'fl:^!^7&*PPAR$##:<7)$fJ®f^^^;^LTV» 

20 X^i>^t (i^Sr^-C* * ^ O i t mit^(^<D P P A R ^#^<D$0^ 

1) -HSi^ (I) 
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1 ) m^-^, 

2) CI -7 7)\^^U>&. tfzii 

5 3) C2~67;P'}r-^>^*^:bL, 

i) Ai!)m^^imt>tm^. 

1) C 1 ~ 1 4T;w^;wS> 

2) C 2-6T;i''Jrci;l.^, 

10 3) C 2~6T;W4r-;i'^, 

4) />Dr>J[gi=-. C 1~-4T;W+;1/*, C 2~6T;P'Jr-;i/^^yi:liC l 

--4 7Jl'rJ^v^;d-fbMJ?^ti-'6, 1 i7t(i 21i<^MmST'g^^iiT 
v>T ^ J: C 3 - 1 4 <^mm* Tt: \t^m<omi t tz \t^fm <OmMm,. 
tfzit 

15 5) mm^f-tfzimn^^^ im-^t-f^ 4-7 M<oMm<D^T^m^m 

ii) A:d«C 1 ~ 7 T;V* l^V^iTtfiC 2 - 6 T;l"5r- 

1) /Nn^r'^jjg^^ 

2 ) :mm. 

20 3) C 1 ~4 T^l^n^v^^ 

4) Txy^v^, 

5) C 1 ~4 7;i'^;u^:^-^, 

6) 7^y^, 
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8) -dC00R5* R5tt7K^J|gi^S/cliCl~4 7;W^;V^*^ 

t>to ) . 

1 0) mmmf-tfzamM^^'Fiim^^t^4-7M(Dm.<o-^T°'^i^ 

t>L. 

10 XMi 

1) 

2) mnw.'f-^^iiyu 

1) -NR2-^, S/^li 
15 2) ®S^®^«:^feU 
R2(i 

( 1 );ic^lg^. 

(2)Cl ~4 7;w^;i'&> 

20 (4)C 2~6T;i'^-;i'^. tfz\i 

(5)TIB (i) ~ (v i) ^-hmM^tii l1i(^^■eS^?^^/cC 1 ~4 

+;w^> C2~67;w^-;u^^ tfzitC2-67}v^^)i^^iUi:>L : 
(i) -COOR«* (^^^^ R«tt7K^Mi^> C l~47;w^;i'^> ttzit 
- (CH2) „2-C0NR'R«^ R^'isXXJ'R^ii^firimiL 
25 LT. tK^JIT.?-, tfziiC\-i7)\^^}l^^imt>ti)\ ^)'6VMi, R^ 

tR^JilHS^t'Sll^S^ii-iiJC^joT, - (R») (^4', R^ 

JiTKilli^* ?t(iC l'-4 7}V^)U^i:^t>L. ml\i l-ZOm^^ 
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i:^t>to ) > 

(ii) -CHzOR^"^ m^P. R'°{i7lc^ir>i^> C l-4 7;u^;l/Si7^w{i 

(iii) -CONR'^R''^ (^*. R'^^iVR'^li^firti^iLLX.yi^m 

mi-, c 1 -4 r;v^;i'Sx - (cHj) „3-coor**^ (^4". 

R'MiTlcmii^tT'cfiC 1 ~4T;W^;^^^^:bL, n3{±l~40^ 
^^^mt>to ) . tfzli- (CHj) „4-C0NR>SR^«^ (^4,^ 
R»5:fej:yrRi6{i^;^^;^35rL-C^ tK^M^ iTtttC 1 ~ 4 T;i'^;i^ 

- (R'') m2* C^^', R»^«*W4^^ttC i~4t;u^;1'* 
=^^t>L^ m 2 Ii 1 ~ 3 <^^i:i^^fe1-o ) -eg^^t^TV^-S,, ^^Ig 

mm=Fi:^n a n^^i-^ 4 ~ 7 M<omi<Dmi<D^T nni^t> l . 

n 4 {± 1 - 4 <^3IIJ:?r^fcto ) ^:^t>L. *>;&vMi, R'2i:R»3,j;g| 

to ) , 



(iv) 
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(vi) E^l^i^-lMt^^t -6 4-7*0^x0^) , 
to ) , 

10 2) 



3) IH-T h^y-^w-S-'f;!/^. ttzii 
4) 



5 




15 




1) 




20 
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( 3 )E^J!S^^gr 1 M-^^-r-S 4 - 7 ^0^31 Wia^^r n^t at) L, 

( 1 )7KSigf-> 

(2) C 1 - 4T;^^;^^^ 

(3) C 1 - 4T;W3^'>^> 

(4) C 1 ~4 7;^+;^f■:^■^^ 

(6)bKn#v' (Cl~4) 7;W^;l'^. 

(10) - h D^, 

(11) 7 

(13) C 1 - 47)l^^}V7.)]^y ^ 

(14) C 1 ~4 T;w^;i';^;i'j^-;i'^^ iTtti 

(15) -J-R22^ (^4=. Jli 

(i) mife^. 

(u) C 1 ~4T;i'^^>^. i/cli 

(i) -COOR^'^ (^4'. R^'fiTK^m^. Cl-4 7;l/^;i'^> 
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(ii) 

COOR^ 



OH 

(iii) 

o 

(iv) 



Y 



Y"' 



OH 
O 

m4{i 1 - 3<7)g|5:tatoto 

afc»L. -?-<^^cf»O31@<^)R")&^-C00R"^ (^*, R'^liffffii: 

XOOR^ 




OH 
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Y 



COOR 



5 2) 



10 



15 



(3yNor>lS^s t-^. C 1 ~4t;1'^;w^. c 2~6t;w^-;v^> 

^)i^mi:mt>to ) . -OCOOR^S (^*. R"{i. C 1 -47 
t/^JiCl~4 7;i'^;wSt^t>to ) 36-f>Si^$tt^. iS/.:{i2 

(4)C 2-6 7;^^-^>^=S:^fcL^ 

i) LTi-'^ig-g-^^^pti^-^. 
( 1 )7K^IgT•^ 

(2) C 1 ~ 1 0 7;i^^;u^, 

(3) C 2~6 7;i'^-;u*. 
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ii) L;&>'C 1--4T;I^^W>S. /^^y>J!g^, 7K^> Cl~4T;U4r 
;i/S> C2~6 7;P'>--;V/^^ C l -4 7;W3^5/J&, -OCOR^^ 
^ R 32 {ifrfBtraCilJl^^ =5:^^)1-0 ) ^ -OCOOR^^^C* 

(2) C l~4 7;^3^vS, 

(3) C \-'AT)V^)V^t^^ 

(4) -OCOR35^ (^tj'. R35|iCl-4 7;l^^;l'*5rai5to ) ^ 

(5) -COOR3«^ (^"f. R^''\ti!^mW.=f-tfz\tCl'-Ar)\^^)V 

ci~47;v3^'>^. -0C0R32^ (^4'> R^'ttfr 

iei:l^i:]ti*t^t>to ) , -OCOOR^^ {m^. R'Htmu 
tntW^-^^f^to ) ^7t:{i-C00R^*^ R^Uim 

fijft $tLTv^T<> iv^C 3-14 <^J^3^*fv:{i#^O^^a 
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(1) C3-7'>^nT;i'=^;i/^. tfzlt 
( 1 )^mi$i^. 

(2) -C00R''^ m^P. R'Mi7K^M^^ C 1 ~ 1 4 t;p^;w^, 

C3-7iy^x:}rP=^)l^&tfzii- (CHg) .^-CONR^^R"^ 
(^«^ R3«i3J:tfR3''ji'f-tL^nMLT. Ti^mUl-tfziiC 1 ~ 
4T;w^;w^4r^t»t*N *>*v>{i, R'« i: R^^figng^tSS^M^ 
i:-i^lc«:o-C, - (R^o) (^4". R*'iiyi^mW,=f-tfzii 
C 1 ~4 7;V^;l/^'£:^fet> m5 Jil-30|||a:?:^t>1-o ) 

liar o s fzit^mm^tmmw.^ 3 is-^^-r ^ 4 - 7 * <7) 

(3) -CH20R*^^ im^. R*Mi7K^li^> C 1 - 4T)V^}V^ 

(4) -C0NR*'R**^ (^4'> R*^^XX}'R**\i^fl-^iimt.LX. 

TK^li^, C 1 ~4T;1/^;u^, - (CH2) „7-COOR'5^ 
•^J, R^5{i7K^j!^.i=-t/c{±C l~4T;v^;w^^r^*?t. n7{il~ 
4<Dmm^t>-to ) tfz\i- (CHz) „8-C0NR*«R*^* 
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tfzliC 1 -4 7;V'^;P^«ra*>L. m 6li 1 ~3 <^lllg:*^t> 
to ) iUt>-to ) , tfz\i 



^T-^miUt^L. R*^iij^mW.^ttziiC l~4T;u+;l'^i:m^3 
U Tn7iil'-3(Omm.imt>to) ^mt>L. 

3) X2 755-NR2-^=Srat?1-t R^^S-'-^iLf, tig-^t'SM^ili^-t- 



(5) 



— CO 
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n l\tl-A<omkiUt>-to ] 

'^m^ti^it'^m. ^ixhomim'^^ ttzkt^fiho^im 

10 2) N-rf-;w-N- [ (2' - (1 H-T h 7V-;i'-5-^;w) -1, 1* 

N, N-e;^ (2-^ h^v:^/;^**-;!^^^^-;!/) -N' -r^;i/-N' - [ (2' 
- (1 H-r b7V*-;^-5-'f;i') -1, i' -if 7i^;w- 4 --f ^f- 

20 {fx t;i/^;i/^, 7;w^-;w^. 7;w3^v^, 7;i'4r;w-f ijj:t;f7;w^ 

25 xf-;K yne;!/, y-^^iU, ^^S/^K '\7'f-;w. 

-IS^ (I) 't'. R\ R2i3<tr;fR2ncioTat>$^t-sc2~6 7;i/'^-;i' 

16 
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ife^t LTtOC 2-6 7;U'5--;V^, i5J:0^LtcJ:oTat'$tL>E.C 1-4 7;P 
5 ^^>^ICS^UTV^SC3 ~1 4 <0^^^<Ofi^^i: LTCOC 2~ 67;P'Jr 
-^P^tJi, xf--;K ya^-^K 7't-;K ^i|r-t~;i'*i5 j: 

(I) 4^. R'i3J:t;^R2tcj:oT^:b$tt;s.C2~67;i'^^;p^tfi, 
-/Dtf-^K '^i^f--;^ ^^v:^;w^iJ J: ?/C:fi'b<^^ 

10 ^^^^-C^-So 

U>^lcM^LTvv;S c 3 - 1 4 <7)m^i 7t{±#-^(^^^0S ^tJi^lSftO^^ 
SI^LTJi. «?!lx.Jf. z/^u^yfrz;j.-y^ ^^-^^^ -fy^vy^ -i^ry^ 
15 7Xl/>, 7xt^'M^;', 7:^h7-t>, 7-fe"^7f-^>, \£y 

(I) R'twJ:oTa*?$:h,*^^il^i='*7t(i«g||iii=-=SrH@'^;& 
20 't*4-7M<^^Sil<^^rn^t LTfi. tf d-;w, trvi;>, 74fe>, 
^:^yjiy, ^T>iy. 'f-:r.}^yn^xxf:iixh<o-utfz\t^wmi\Ltzm. 
(03x.{f, tfn'J^, eoUv^, lf^Vv>, f-^7>, f-7>^) ;6^^»f^> 

it -So 

(I) "t". R'i5J:t;^R2Mcj:oT^*)$ti-S^Nny'^j!I^, R^&XXf 
25 R^'tc J:oT^*3$nSC3-l 4 0^^^0l^^t LT<7)/NDy>J!g^, 
RMii oT^fc^n^ C 1 -4 7;i/^;u^, c 2 ~ 6 7;i'>^-;i/^^ 7t(i 

r^ISi^^ J:tfL(c J:or^t>$H-5C 1 ~4 7;i'^u>Stcfi^L-rv»s 
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C3~i A(ORmm<om^&tLX(o^^nyy^^:f-tii^ y^m. ^m. M^ma 

5 C l~4 7;i/3^v^. R='KioT^fe$*i-SC l~4 7;P^;i/^, C2~6 
r;W'}r-;V'^t:'J:liC 2-6 T;i'^-JW^tcfi|feLTv»-&C 4 -7<o^^||t<^ 
fiiftlfea: LTOC 1 ~4T;U3^i/^, i5J:t|fLlcioTgt>$n-5C 1 ~4T 

;1'^1/>^{CM^LTV^^C 3-1 4 (7)R^^<^fi^^i: LT<^C 1 ~4T;i- 

10 i4#^-e**o 

yoe;i/f-:i-, i y^i^i 

-iK^ (I) 4', R''i::<toT^^3$*i-6C 1 ~1 or;i/^;i/^i:(i, 
15 x^;i/, yaif;K rf-;i/, ^-f^P^ tCr^)V, y-;K 

(I) 4". R='ncJ:oTa:b$:fL^^^l^.i^^fz«||»lM^#^ 

20 («?Jx.«f. ^J-^rV^:'. *^-9->. -^^t^'^, f^7>^) *«pJft>*l,^o 

(I) t^. R''lcJ:oT^t)?tL^0^mi^t^^J®^=^ l^@■fo-g■;t 
25 -JK^ (I) R^ R\ R\ R\ R\ R\ R\ R»\ R'\ R^^, 
R»\ R'5^ R•^ R»\ R'\ R'\ R^o, r2\ R23^ r24^ 

R25^ R2«, R2\ R30^ r32^ r33^ r34^ r35^ r36^ r38^ 

R^'. R*\ R*», R*^ R^3^ R*\ R*\ R*\ R*\ R*^^XXfR*^ 
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-JK^ (I) R^UzX-^xmt>^MC3-7(Diy^n7)l^^)\^&isXX]^ 
R^^-L-tR"'i!)^^ilhi!)^l^^'ti^mm^t-miZfj:^xmt>tC3-7 
10 <^'>^^n7;w^;i'|&i:(i, V^'nynt:';^ i^^^y^ii^. i/irv^y^f-ju, v 
n ^ 4r -> ;w * (i -> ^ n -/^ ;i/^-C* S e 

15 -jK^ (I) R^lCiora^^it-SC 1 ~4 7;i'4r;i'^, C2-67/W 
-Jr^^i/^i iTcli C 2 - 6 7;W^-;V^ICS^ LT C 4 7 <^^l|<^«afO * 

20 -iK^ (I) 4"^ R^lCiorafc^tt-SCl ~4 7;i/4r;W^, C2-6 7;l' 
-^-^w^t C 2 - 6 7;i/4r-;w^lcS^ LT =£: S 

(I) I'. 



25 
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^XVR'tRK R'^tR'K R'^tR'^isXXrR^^tR^\ R*'tR*'ii^ 
( I ) ^ 




mtfz\tm.mw.'f- 1 m 2 la^r-^^t-s 4-7 R<r>wn<om.^(o^T 

yV')y. 1, 2, 3, 4-r h7b Ko^^y V 1, 2, 3, 

20 Ko>ry^>";>x 2, s-vb KD'r>^^y-;^^ 2, s-^^v: kd^:/x^ 

5^^y-;K 1, 2, 3. 4--f ^7liKa^tVV>^ 1, 2, 3, 4-rb 
ye Kn-^^^y; i, 2, 3, 4 -r h^t: Kn^y ^-y-V l, 2, 3, 
4 --f h^t: Kn7^7V>. 1, 3 - jJ-^-^-f - 2 , 3 - vl^ Kn ^ >f'>. 
1, 4-:i-^^?-9-*-2, 3, 4 - h V li K^:^7^' 1, 2, 7:t^-9-vT 

20 
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•r-2, 3, 8 - b U H Ka-^^^' 1, 4, 2 -'Jt^^^T^'- 2 . 3-^ 
h';^-f^>> rb7>>{^u:^^ ^^-^^^f-uyt 

-i^^ (I). 



-fSi^ (I) 



20 -j^^ (I) tl^. R2McJ:oT^t»$tt*li Kn^v (Cl~4) T;i/^;l^* 
tli. l^Ka^v^^;!/, Kai^rvi^;!/, t: Kd^ v^n kf;l/, b Kn^v 

25 ^Xhho 
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(I) J tcioT^tJ^ttSC l-4T;i'^w>t^'>^i:»i, ^ 

10 R'-AtLTtt, ^tLHtCl-l OT;^^;^^^/v:^±c 2-1 0T;W'5^ 
:^;i/^-e*> ^) . J:^)»*L<ttCi--7 7;i/#;i'S-C*^o 

COOR"*'^ R«»fi;!K#M^S:^v:liC l~4T;i/^;i'^=S:^:b-ro ) "C 

ttife$tLyj:Cl~4 7;i'4r;v^*^*3to ) S/cttK^li^'C^O, J:'?iiftL 
15 <liNH^'T?*So 

1) CI ~ 1 Or)l^^)l^&. 

2) /^oy>M^, 7K®^*^ c i~4 7;i'^;u^. C2~6T)v^^)\^&. ci 
^47;w:i^v^^ -OCOR'2^. -OCOO R'^^^/viJi-COOR^*^ 

20 {^m^. R"> R"^j:t^R3Mi. mmtmmmi^t>to ) ^^^bs^^^ 

COOR"^ (^«^. R^ii7i^m^^tfz\iCl-47)V^)\^mi^t>to ) -CS 

3) C 3~7e/^'n7;w^;w^. $/cJi 

iXR''tmCM^iUt>to tzfzl. 2l@c^R' '"^T'E^^tt^^-g-. 
1) C 1 ~77;w^;i'^. 

22 
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3) C5-7 v^n7;^^;i/^. tfzii 

4) C 1 ~4T;l'^;l'^. C l~4 7il/3:^v^, C 1 ~4T;U4r;l'f-t^, -'^ 
5 ay>lg^, -fn^, -COOR^''^ R^^'U:^m^^> Cl~4 

*l&^-cfflv^s-«t^ (I) -c^^iiiit^mo^-^, R^-A> X^isit;^/ 

iZBmifzit^'^^ * «t 6-184086 J: 6-211814 ^mB^i^ 

'fk'&Jfel : N- (1 -*;i/*'^v-2-p<f-;i'7'ne;i/) -N' -2-7'D^::i 
15 ^-N' - [ (2' - {in-TYy'/'-)^-5-^)^) - I, 1* -lf7x- 
;i/-4-^;U) -^7 1^7 6-184086 ^OHM^J 4 - 3 QfB^O^b-^ 



Vnh 

it^mz : N-7x^f-;i/-N' -yf-;w-N* - [ (2* - (IH-xb^V 
20 -;w-5--f;i^) -1, r -e7j^^->w-4--f '?^7 

6-184086 -^<:O^M«?!l 3-2 4|B^O'fl:'^%lCffi^) 
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N-NH 



-fb-^a : N-rf-;u-N- [ (2' - (i h-t h^y-^i'-s -i. 




N-NH 



'fb'^i^4 : N-rf-^w-N' -rf-^w-N' - [ (2* - (1 H-x h7y*-;l' 

-5->f;W-l, 1 ' -tr7i-;l'-4 ;U) 6-184086 

-^<oiiife«ai 3-31 tmoit^miz^^) 
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o 




N-NH 



it^^5 : N-'>^n^^v;l/-N' -r^;l/-N' - [ (2' - (IH-rh 

mw- 6-184086 ^(ommm 3 - e s fBm<^<t:'&!^(cffii) 




Vnh 



'fk'^i^e :n- (2-^ h^v7x^;w) -N' -r5^;u-N' - [ (2' - (1 
H-T h7V*-;i'-5->f;i') -1, 1* -\£y JL^)V- A — >> 

(45f^¥ 6-211814 -^OHi&l?!! 3-3 iB«<^>'fl:'&-ifetCffi^) 




*N-NH 
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it-^!^! : N- (2, 4-v7;i^:tn7i-;w) -N' -rf-;u-N' - [ (2' 
- (1 H-r h7y-;i'-5-^;i') -1, 1' -e7x-;i/-4-'f;i') -?(f- 
-^W-T 6-211814 <^|lifii{!?!l3-7iBmo^b^Jfe(Cffl^) 




N-NH 



: N- (2, 3->'^-f;j^7i-;i') -n' -yf-;i^-N' - [ (2* 

- (1 H-x h^V-^W-S --f ^V') -1. 1' -l£y:ii-)ly-4-^)l^) 




N-NH 



-fb-^g : N- (2-rD^7x-;i/) -N* -y5";l'-N' - [ (2' - (1 
H-T hyV-^i^-S-'f ;w) -1, r -if7i-;w-4-'Y;i/) ^ 

l^T (#1^^ 6-211814 -t^^^ife^aj 3-14 Um<Oi\:^miiZ^M) 
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N-NH 



^t^miO'.l^- (2 -J^ b^v7x^;i') -N' -r^;w-N' - [ (2* - 
(IH-r ^7y-;^-5->^;^) -l, l' -if7a:^;i/~4 --f ;W 
(iRFgB¥6-2n814^0^J&«^3-l 6l2«<^'fk'^%icffl^) 




N-NH 



1 : N- (2--hD7x-;l') -N' ~rf^;P-N* - [ (2' - (l 
H-T h9y-;p-5-^;V') -1, r -e7x-;j/-4-'<;w) ■J' 

V7 (M¥6-211814-t(7)^Mi?!l3-2 2Elfe<^)'f[:'^t/«^) 
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it^!&12 :N- (4-xh^'>5!;;i/.-K-;U7i-;w) -N' -rf-^l^-N' - 



o 




N-NH 

'fk'&^lSlN- (4 -p<^;^-2 -N' -^f-^l^-N' - 
[ (2' - (1 H-r h7V*-;i'-5--<;w) -1, 1' -tr7x-;i'- 4 --T 
-«^) ^ ^JV] ^UT 6-211814 -tO^i&t?!! 3-27 tm<r>it^i^^M) 




it^mi^m, N-e;^ (2-^ h^'>*;i'*'-;i'j^f-;W -N' 

N' - [ (2' - (1 H-x h7V-;i^-5-^;l') -1, 1' -e7x-;i/- 
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0 o 




6-21 1814 J: TO§^¥ 4-300859 ^ (HB 3 - n y /N'#^m®&§l 490820 "t) 
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^#Mi3 J: ^ii ©tKID!^ {i . P P A R t $0® 1" ^ f^ffl =Sr ^ L T i3 ^) , 
D -;P±#^||J, L D L 3 n -;i/i5 J: O^/t ^ct± V L D L 3 u;^ -f n 
. iih<omiim^^xV'-^tih<ojmmi±B^^ii^<o')ib-cii. ppARy^^ 
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S4S{±. ^m. i^M.. m^. f^msk. tsi^um.immmiizxi)^^^^ 

^A-A^fz*). imtcol, lmg;i-ib 1000 mg(D^mX\ IB 
5 imT!}-hWLmmD^^^fii>i\ tfzimA-A^hfzn. lIiIt::o§. lmg:d- 

<b 1 0 0 m g omm-f^. 1 B 1 mif^hm^mniSL^- im t < a. 0Mf*H£4) 
mm^xxf^<o^<r>mum^3i^f^^u^4'<otzib<o^mu ¥^mn. 

20 o T. 5r;ft14=5:J^«^J W<^^WJ^ 0! X. If;^ r 7 V ^ A o J: -5 ^: 

^'fb^pj, y-y^^\y'm^fz\tT7.;^y^yn.<oxn-f^^mmm-^'^^\.x\^^x 
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i^'y-;!/) iztt^ti^o iomMl±^ ^-f^ii^j:^mm^immk mm 
m<ox^^mmM. v^mm. Mmu ^m. wmit^Lx\'-xi>x\^\ 

^mf^ 2,868,691 ^iSXrfmf^ 3,095.355 -tt-S^L < 12^^ *iTV^^,„ 

10 :^^mxmy'^i>it^m<Dm^o^j^<Dfztb(Dmm\tLxa. mm<07i(.^tfz 
m^immm^yi(.^xxf±m-$cs^ii'^ttiio 0:^mii<ommm. mm^t 

15 m) m-b^h^o ^<r>xnii^mB\i. ^hmmu mmu %im. 5^mu 

^^y^) (OXn^n^n^^^A^x^^xiiXy^^ :ifih\t^'^i7T')r^^7 ^ )v 

i^-^mth^. ^mn<Dm^tfz\mM\zx^xm-mit^f^^o :iKh\ittz 

20 m^mm'^7\fit tzkmomm^^mLxmt^ i t ^ -c ^ ^ o 

fFUuism'(r>fti6<o^(omom(mt \>x\t^ V'b^tfz\t^ix\ik±.(Dmms 

25 hizt> om^oj^ii 

mT> ^nm^xxfimm\iX':>xim^mmhiiK %^mtz.Kh\z.w 
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N-«/f-;v-N- [ (2' - (1- (2-v7yxf-;p) f V 7'/-)^- 5 



T)^^>:^^^m%r. -1 5X:-eh (8 4mg) <r>^VC)ii-Vy 

(1.5ml) mm.\Z\i')Vy (0.07ml) ^mTLtz^. 2-t:Ko^y-3-7 
xji;l/-/D/N->^ . p«-?^;1/Ji^t;V (1 5 2mg) OJ^'ffcp' f- P > (2m 1 ) ^ 

[ (2* - (1- (2 -vTyj:.f-;i') r h7V'-;w-5--f;i/) -i, i* - 

tr7ji~;l/-4 ->f ;i') ^-^^iH 75>-igg?J^ ( 2 9 8 m g . #F?I¥ 6-184086 
1 Umt^) ^XXfY^) \ y (0.22 ml) cOr h 7 

11 KD77> (5ml) t^teLtc^Ta-etrax., 3 o^f^tmLfzo asm-^^fK* 

(^^-y-^ : ft®sa^f^;w=2 : i-i : i) fiRISiiL, TlEi^!4 
^^^•t^^mt^m (2 9 5mg) ^%tZo 
ILCrRf 0.36 ^ |^^J^^;^= 1 1 )o 
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- (1- (2-v7/J^^;w) 7-YyV-}\^-^-^)^) -1, 1* -tr7x- 



o o 



5 




7)l^=fyif:^W-m^r. N-r^^l'-N- [ (2* - (l- (2-vTy-x-?^ 

T h^v-^w-s-'f ;W -1, r -if7i-;i'-4--f;i^) * 

A/y^^'f ;w^rn'; K (3 0 Omg, 6-184086 -f-W«B#, 3 Elfe-fb^g- 

ICN, N-tr;:^ {2-^ h^'y*A'^=-)i^J-^)i^) > -ftSJig (2 6 7 

10 mg) (O^y^y (5ml) ?§?i^^J:tf h 'J J^f-^l-T^ > (0.33ml) tiDx.^ 

1 : 2) •C«f$!lL> TfB!K;i41i«r^tt'5lljl'fk'&-«fe2 7 3mg) *#/^o 
15 TLC:Rf 0.33 > : |^S?J:-?^;i/= 1 : 3) » 

N-y-?^;W-N- [ (2* - (1 H-r h7V->>l/-5-^;w) -1,1' -b* 
7xr.;i/-4 -^;i/) ^ f-;i'] 3!7;W\*5 >^ 1 h ^ 2 -7 

20 jc — ;UJn.f-;j/ji:.;;^-r;v 
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N-NH 



rJl^=ryir7.m^^T. m^mi-^Ui^tfzit^m (295mg) (OThy\^ 
Vuyy> (2ml) mWLK. MUt^l, 8-v^T-<fev^o [5. 4. 0] ^ 
yy-'vi^-l -^y (0.09ml) imi. M-UX-m^WttZo UJ^^I^'^'MU^ 

yy^- (ft^j^^;!/) -Cilia L. rmmmm^^'t^^fkmit^m (242m 
g) mfzo 

TLC:Rf 0.25 (g^®?J:.f-;^) o 

10 

N, N-H*;^ (2-J>< b^v5!;;P;K-;wx^;i.) -N' --/f-^u-N' - [ (2' 
- (1 H-T h7y*->'v-5-^;w) -1, r -if7i-;i/- 4 -'f ;^) ^-f- 
•J^W'T 



35 



wo 99/12534 



PCT/JP98/03930 



o o 




iLC:Rf 0J56Wc:^f-\^y '. ^^y-;^=i 0:1)0 

N-y^^W-N- [ (2' - (1 H-r hyV-^i'-S-'f;!/) -1, 1' -e 




or-c, Ute^oi-es^jtL/dk-g-i^ (isomg) c^i. A-vt^^y (2 

m 1 ) 1 N-2K®f^kt h ATlC^tK (0.3 m 1 ) ^JtKlx.. ^^^L. 
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lLC:Rf 0.56 (^'DO.-^;!/ A : > : s^i?= 5 0 : 5 : 1) ; 

NMR (dg-DMSO) : S 7.58-7.45 (IH, m). 7.45-7.1 1 (8H, m). 7.10-6.93 (4H, m), 
5.19-5.05 (IH, m). 4.48-4.20 (2H, m), 3.66 (3H, s), 3.25-2.95 (4H, m). 1.50-1.05 (4H, 
m), 0.80 (3H, t, J=8Hz)o 



N, N-tT;:^ (2-^ h^'yiJ}Vt'^)Vs.^JV) -N* -yf-^W-N' - [ (2' 



TLCrRf 0.50(^'nn;h;i/A : ^^>'-;U=9 : 1); 

NMR (dj-miSO) : S 7.55-7.48 (IH, m), 7.41-7.26 (3H, m). 7.05 (4H, s), 4.25 (2H. 
15 s), 3.55 (6H, s), 3.45-3.15 (4H, tn), 3.03-2.88(2H, m), 2.58-2.43 (4H, m), 1.50-1.08 
(4H, m), 0.84 (3H, t, J=7.0Hz)„ 

mwims : t h p p A R y ^mm^atiT =t^:^Y m^^^m^ 



5 
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•f ^vV^t— If (IX) 7'n^-:?-^ET<^;i'v7x7— t*jtf5i^^S^i^ 
9-b LT. PicaGene Basic Vector 2 (ffin°niS, ^ D No. 309- 

04821) ;i*^;WV7 X 9— if«^«i5^ Sr^O »)aiL,TK7'n^-^'-*^OpTK 
^ (:J^n>T7^tt, ^^'D^^ No. 6179-1) i}^h'i!^^WiA^<0^^'^- -^^t 
5 LT IK "T'n ^- ^ - (-105/+51) XETO;Uv 7 X 7 — fit^^l&a^^ ^ - 

4SS0JSiS:E3?!l. UAS «r 4 B^Ojgt^cxWN;:/-^— ffi^J«r#A t, 4xUAS- 
^m-tl) Sr^to 

10 

K^J#^1 : Ga 1 AW&B'^m^\^mi§.Lfz:L>^^y^-Um 
5'-T(CGACGGAGTACTGTCCTCCG) x4 AGCT-3' 

15 P A R 7 ^)iry Vm^k^^^^^ $ -er/j ^ ^ 7 S^'ft^Se «r * 

^^^^-=S:JJlT<^J:-9t=f^^L;to 'f^t>%. PicaGene Basic Vector 2 (Spp^, 
^#^>4rtt. ^^'O^^No. 309-04821) ^ - i: L-C/n^- 

20 G a 1 4geODNAig^«t. l#i*»<b 1 4 7#a*-C(7)7^ >'KK^"J=Sr 
3 - K-t S D N AmtC H h P P A R 7 V 3tf > K^-g-^^t 3 - Kl" 

SDNA>6^7 k-A5&^^^ J: ^ t-St'&LT. PicaGene Basic Vector 2 (fSnn^) <7) 

*«^rttC^4t'<<^ VI hPPAR7$#fl:OV^:^Kig^i^<7)T^y*5g{C 
25 J4 SV40 T-antigen fi5!i<0^^'> AlaProLysLysLys 

ArgLysValGly (52^^-^ 2) ?:BeL. -Ij. :^;;l'*>v*^tc{i^ 

Cr)V^=.ys.\d h-y, TyrProTyrAspValProAspTyr 
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Mukherjee h (J. Steroid Biochem. Mblec. BioL, 51, 157 (1994)#fi^) . M E Green 
h (Gene Expression, 4, 281 (1995)#.^.) . A. Elbrecht h (Biochem Biophys. Res. 
5 Commun., 224, 431 (1996)#M) tfziiA. Schmidt h (MoL Endocrinology, fi, 1634 
(1992)#fi8) iZX i)t&fSt.^fit:\i: Y ? ? AR^m-OMi^imii^h. 
11 hPPARr V3!r> Kig^it: S e r "6_t y r 478 ^3- Kt^DNA*" 

^HL^X^LfzG a I 4S60DNAjg'&II«t. l^^if-h 1 4 7#Bi-^<^ 
10 T^yKE^HJ'Sr^- K1-SDNAtW1-'6ISm^^'^-^#-^TPSLfCo 
2) thPPARy ^^F'f^Srffl v 7 x 7 — fe*T -fe ^ 
?ii«i:L-Cfflv^fc cv-i Wit^lct^oT^^L/wo i-^;^*)> 

^7 35fc^^-^^;l/^«l (DMEM) tC4^J}&|BlfiL^ (GIBCOBRLtt. ^ ^ Ho. 
26140-061) 0%iZ:^£i>X')izmmU ^hiZi^mmS OU/ml(D^ 

15 -vV >G t 5 0// g/m 1 co«li?^M^-/b-7-f v>=S:ft]x./w^«lt::T. 5% 

Rm:<r;^ft', 3 7t:-e^SL7to 

I^jK- ^ -ilfE^^ Gal4-PPAR HS^^' ^ -OMD N A ^^i^iaf^-^SA-t 
S h7>>^7ai^'>3 >tC|^L^ ifflfla^Sr^* 1 0 cmdish 2 x 10 "cells 

LT:fe§. isLmi'^t^j^^^^^-^-mm^^i^i:mLtz^. wi^mi omum 

20 X-fCo P ^- ^ -afc^- 1 0 ;/ g > Gal4-PPAR ISS^ ^ -0.5 fx g t 
lipofectAMINE (®M, GIBCOBRLtt, * ^ D ^ No. 18324-012) 5 0// 1 5: J: 
<iS^aL. ±tmmdi&hKm\\LfZo 3 7X:-C^#=g:5~6l^^^tt. 1 Oral 
OS*f4^l&BlflLit (GIBCO BRLtt, * ^ n ^ No. 26300-061) 2 0 %*'^tf^*fe 

=fcira£/wo 3 ix^T-m^mLfz^. mmi: y ^^asicioT^^Ht. 

25 8000 cells/ 10 0ml DMEM- 1 0 %^*fifll?t/weU <DmB^B.X' 9 6 ^-/l^- 

H^-efflV^^'fb'g^ODMEM-l Orojt^lfllft^El 0 0/i I t^JPt/Co3 71C 
•?4 2l^ra«||U ifflHa^r^m^-^^ 'ti*tc«&oT;W'>7x7— HfSiS^ilJ^t 
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^it-^^im^mit^^ h n ^ V V> (Cfcll, S2. 863 (1995)^ Endocrinology. 
122. 4189 (1996):fe XXfJ.-M&d. Chem., 22, 665 (1996)#,^) 1 0 fi M^j[JDf^<7);l/ v 
5 7x7— iffl^^^ 1.0 t Lfzt ^<0:^^m'(^m\^^i>it^^<Oim^'^^U\^zm 

Lfzo ^hiz, tmit^mzHLx\u 3 mmmixnmmmft. ttz. m 
m^^no:^mimmLtzo 



mi 





nmt^'fb'&ii^ ( b n i; ij' ) 


it^^ 3 (D 


U . Z o 




0.2 0 


it^<& 6 <0 


1. 00 


it'k^ 8 <^ 


0.4 5 


it^^ 9 <0 


1.10 


-fk-^!^ 1 0 <r> 


0.4 5 


it^m 1 1 o 


0.2 5 


-fk-^!^ 1 2 O 


0. 1 5 


^b-g-!^ 1 3 <D 


1. 00 


'fk'g-^ 1 4 <^ 


0. 1 0 
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C57BL/KsJ-db/db -r^T. ( 1 0 E) * 8 iiftfe-T AW^x 2 ilR O^H^W i ^ 

t£^fz'^, %mwi^Lfzo ^TO$&iB (OB) . wmm-ii-hutsLL. jfiiUM, 

^filc^o*<S^W*^T^v\ SB J: 0 1 4 BF5m^-C4:|§^-Cfflv^<&^k'^ti'$: 
5 1 B 1 HIv iliPS4 ( 1 OOmg/kg/day) «:^f 5:V\ ^^§i^B (1 5Bg) 

ic, j^-T)\^m'^T'f^mi>-knwii^^nM.LXM.^m^ mmmm^ (ffa) , 

hViJ^V-t^'f K (TG) ) ^m^LfZo i^^^U2\z^to 

FFA TG 
(mg/dl) (mg/dl) 



=i>Yu-fl^ 797±201 79±28 

'fk-^® 6 <D 

•^hV-fAJg 575+113 51 ±34 

(1 OOmg/kg/day) 

10 

mmm] 

15 • N- (2-p< h^vVi-;!/) -N' -yf-;w-N' - [ (2' - (1 H-x 

h^y-^w-s -'f ^w) -1, r -tr7x-;i'-4 — f^i^) ^^^p] '^^i^r- 



1 0. 0 g 

'7^mm^')^~}i^^-^)^'y^-i^ imm]) o. 2g 

' :^7-r*}>m'^^^^y'>^ immi) o. ig 

20 ♦l!fcgS-b;wn-;^ 9. 7g 
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• N- (2 Y^'^7j.=.)V) -N' -rf-;l/-N' - [ (2' - (1 H-f- 

h V AJg 2 g 

• h 5 g 

• mMt' 1000 m 1 
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5 [^cf, A{± 

1) ^i^-^. 

2) C 1 ~7T;1/^V'>^. tfzit 

3) C2-67)l'^^Uym^mt>U 
RMi 

10 i) AH^^i^^^imiyt^^. 

1) C 1 - 1 4T;^^J^^^ 

2) C 2 ~ 6 t;1'^-;1'^, 

3) C 2~6t;i/^-;w^. 

4) ^'Noy^ig^, C 1 ~4T;i/4r;l'^> C 2~6T;U>5r-;v^i/c{iC l 
tfzii 

5) ^^lii^S /cJi^SHii^^ HB-^^ri-'S 4~ 7A<7)^^O^f nit^r^ 

20 ii) Ai!)^Cl-7T)\^^U>&tti\iC2-'67)\^^^\^>mi:^t>t^^. 

1) ^>ny>igi^, 

2 ) ^im. 

3) C 1 - 4 T;!'^^'^^, 
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4) 7iy^yS. 

5) C l-4 7;^^;^f•;^^. 

6) 75 

7) -OCOR'^ (^4^. R^iC 1 ~4T;^^;i'^^^t'-ro ) . 

5 8) -OCOOR'^ R^ii7i^m=f-ttziiCl-'47)V^Pmim 
h-to ) , 

9) jsuyy^^^, C l~47;w^;i'^, C 2 ~67;i/^-;i/^^/cliC l 
10 ttlii 
XMi 

1) S^^l^^, 

15 . 2) mnm'^imt>L. 

1) -NR2-^, ttzii 

2) ®?^l^^^^:bL, 

20 (DtK^®^. 

(2) C 1 ~4 7;i/^;w*. 

(3) C 2-67;w^-;p*, 

(4) C2-67;i'^-;i'^. ttzii 

(5) Tfe(i) ~ (vi) ■A^hm^^ili>im<Dm'CW:^^tltzC 1-47)1^ 
25 0 2-6 7)^^=.)^^^ ifz(±C 2~6 7;i'^-;^^^^:bL : 

(i) -COORDS R«J±zK^l^T-, C l-47;u^;l'^. 

- (CHj) .2-CONR^R** (^f. R^i5J:lfR8|±-5-ii-r*t3ai£ 
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tR»{±il«1-'6^^®^-t-iii-=5:oT. - (R') 

7 M<oMm<omi<o^7- ^miut> l, n 2 « 1 ~ 4 (omciut^to ) 
imt>to ) , 

(ii) -CHjOR'"^ (^tt'. R'^fiTK^ISTs Cl~4T;l/^;l/^i7tli 
-COR»^^(^^> R'MiC l~4T;w+;i'*5r^^3l-o) ta^to)> 

(iii) -CONR^2R'3^ (^^. R'2i5J:yfRi3(i>g-tL-?;fLai:LT. tK^ 

Ig^. c 1 -4T;i/+;i'^. - (CH2) .3-cooR^** (^^f^ 
R'*ii:>i<.mW.=f-ttz\iC 1 ~ 4 T;i'^;v^«r^*>L. n3{il-4<^ll 
m^t>to ) ^ (CH2) „4-CONR»5R»6^ (^4,^ 

"^^ - (R*') m2* R"(±7lc^li^*;tiiC i~4r;i'^;H& 

i=-=^ 1 ^ fi 2 is> t mm^.'f-i: 1 isT o 1 imm^.^ t m 
m-nmmm'Ft-mz^^x. mmw.'f-iitfzti2m. mmm^ft 

to ) , 



(iv) 
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(v) /^^y>J^,^, C 1 ~4T;1'^;V'^, C 2- 6T)l^^^)\^mtfzitC l 

(vi) g5llS^HB«r-^^1-*4-7M<D^rn5l) , 
10 R^ii 

-to) . 

2) 




15 (s*. R^^'iiTi^mm^ttzitc 1 - 47 )i^^}\^mmt>tc ) . 

3) IH-r b^V-^^-S-^f^V^, itz\t 
4) 




20 £(i 
1) 
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5 (l)^>-lf>i^, 

( 2 )iig||J[^^ * 1 m^tir S 4 ~ 7 * (^m^<^^iafn^r ^ fz {± 
(3)M^ir.T-* lIB-g-^l-t^ 4~7AO^^<^^iaft'\xD3g=S:^t>L, 

( 1 

10 (2)C 1 ~4T;i'^;i'^, 

(3) C l-4 7;i'=»^'>^. 

(4) C i~4 7;i'^;wf-:t^. 

(6)liKn^>' (Cl~4) 7;^+;i'^, 
15 {7y^xj^y]^^, 

(10) - h n^, 

(11) 7 

20 (12)^>>^;l':t^v^. 

(13) C 1 ~-4T)i'^)i^::^)\^y^~)\^^. 

(14) C 1-4 t;i^^;1';^.;w*^;w^, i Ttii 

(15) - J -R (^tf, J{i 
(i) mite-^. 

25 (u) C 1 ~ 4 t;!'^ p i Ttti 
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(iii)C l'-47)i'^uyt^i/^i:Ut>L. 

(i) -COOR R.^'fiTK^li^, C 1~4 7;1'^;L'S, 

i,mt>iro ) , 

(ii) 



V 



OH 

(S4'^ R^Jiflirieiiisiciii^^a^to ) ^ 



(iii) 



,C00R23 

o 

R2'«EtRH:ti*«r^^3to ) ^ 



(iv) 



o 

(V) -CONR2«R2'^ (^cjj, R^MiTK^il^iTtJiC 1-4 
T;i/^;u^?r^t>L> R ^MlTfc^iliP. Ci -ATP^p^ 
tfzii- CE^COOR'''^ (^^. R2«{i7K^I^.^-j7^c{iC 1 

m4lil~3<^^IS=S:^:bto 
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(2)C l-47)P^Uy&. 

C 1~4T;1'3 + '>^. -OCOR^^a {m^. R^^liC l~4r;i' 
^;v^=&^5b1-o ) . -OCOOR'^^ R"(i, C 1 -47 

;u^;w^=^mt)to ) tfc(i-C00R3''S (^'1'. R ^ " 

ttz\t:^^m<oRmmim'cm^^tifzc i ~4 r;w^^ 

(4)C 2-6 T;w -5-^1^ >^^^t>L. 




(^4'> R23mtfiBtl^Diti*^^:b-to ) , 





(CH2)„5 



49 



wo 99/12534 



PCT/JP98/03930 



i) Li)mi^>kimt>t^^. 
( 1 )^m^^s 

(2)C 1 - 1 0 7;u^;u^. 

(4)>'NDy>lg^, Cl~4 7iW+;U^, C2~6r;l/'5r-;i.^, CI 
mt>to ) */c{i-COOR''^ (^4^^ R^Miiiifiiil^Citi*^ 

C3~i 4<D^nttzii^M(omitfziiyi^mi<oRmm. ttn± 

ii) Lib^Cl-'4 7)V^uym. ^^ny>ig^^, 7K^^^ Cl~4 7;^^ 
n^&. C2-6r)v^^)U^, c i-4t;i/3^'>*, -OCOR'^ 
« (S'f. R''{iifl2tl^i:ti*=S:^t>to) . -OCOOR^^^C^ 
tf', R^'{im2:|WICiti*5ra^1-o ) irzit-COOR^*^ (^^. 
R'MiiliBi:IwiDjti*«r^t»i-o ) ltfzlt2mo 
*-Cfim$fLTV^-C<) J: v^C 3 ~ 1 4 <D^^i/>:{±#^;miO|&fD 
Sfcli^iafao^^^HB-e^Jft^^ifcC 1-47 
tfziiC2'-6(r)7}l^^^uymiUt>t^^s 

( 1 

(2) C l~47;i'n^v&. 

(3) C l-4 7;i'+;u^;}-^, 

(4) -OCOR'5» (Stf>, R"I4C 1 ~4 7;l'^;i'^^at>1-o ) . 

(5) -C00R'«S (^4'> R''i±7i^m>=fifziiC I - 47 

mmt>-fo ) , 
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mtmmmmt>to) . -ocoor" i^^. R"{±Me 

10 (DzK^iS^. tfz\i. 

{2)0 1- AT )^^)\^m^^t>'ti)\ 

R 2 9 - L - i: R ^H^^fi h t ^^i-iRmm^f-t-miz i^^X. 

(1) C3~7 viJ'nT;!/^;!/^. tfz\i 

15 R^Mi, 

( 1 )7Klt®^x 

(2) -C00R = ^* {m^. R'Mi«MT-. Cl~l 47;l'^;u^. 
CZ-Ty^uT)V^)V^ttz\t- (CH2) „6-C0NR'''R''^ 

R^^^XXfR^^ \i^iX^imiL LT. imW.=f-t ti CI ~ 
20 4T;V4r;V'^«r^b-r:6\ *5VM±, R^' t R"J± Slot's g^^^- 

t-i^tC^:oT, - (R*«) {m^. R^'liTlc^ii^tTtJi 
CI ~ 4 T ^t) L . m 5 (i 1 ~ 3 iD^IJ:?: ^:bt o ) -C 

11@ -f o $ /i tig ^iS^ i: SJtlS^ ^r-^tf 3 m^^t i> 4-^7 Mo 
25 ^W(0nm(0^7-ti^^Ut>U n6iil-4(D^^t:mt>to ) ^ 

(3) -CH20R*'^ (^4>> R*Mi;iK^J!^.i^. Cl~47;i'^;w^ 
t/crJi-COR*^^ R*^iiCl-'4 7}i'^)Um^mt>to ) 
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Cl~47;i/^;uS. - (CHj) .^-COOR*^^ 

4<D^mmi^to ) tfzU- (CH2) „8-C0NR^^R^^^ 
tf, R*«i5J:iyfR^^{±-eii-rtL3|^i)!:LT. T^m^^ttzHC 4 

7M<7)m3^<Ofia?DO^xna«:^t»L. n 8 1 ~ 4 <^llilc5rmfc 
to ) ^S^bto ) . ttzii 



^T^mi^t>U R*^it:^m^.=}-ttziiC l-47)V^)V^^^t> 

n5ii0tfziil-4(DmW^iUt>to ) imt>t^\ ^^v^(i 
3) XH^-liR'-mimt>tt^. EtRH^^tihtB^t^mm^'Ft- 
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N 




N 




10 ■CTF^fi^it^'^. ttih(D$m^^> "ttihcommw^. tfzii^nh(D:m 
miw^. tfz\i^iLh<Dimmi:^n^^b Lx^:^'fhmi^(omm 1 mmo 

20 TK^li^, mmmttziiCOOR^^m i^^. R^^ii7i(.m^^ttziiC 1~4T 

n^^)umimt>-to ) xm^^iitzci-ir)v^)i^mi^t>to ) tfz\mm 
w.=^x^iit^m. ^fih<o^m^^. '^^^(Dmiim^. ttzii^ixh(D^ 
m^^n^^^t Lx^^t^m^(omSi\ tfz\i2BWL(n^)vt^'yy-2^^ 
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4. -IK^ (I) -cm^ti^it^m^is^'X, 

1) C 1-1 07)l^^)V^, 

2) VNO^vli^, tKSS^. 0 1-47^^)^^. C2-6T;1^'^-;W^. CI 
-4T;u=i^v^. -OCOR^S. -OCOOR^SSfcti-COOR''^ 

to) i^hmSi^fiis 1 i7^:Ji2i@<^&-Cg^$*iTV>T^^ iv^Tx-^l/^iS 

t>to ) -eg^^fifviC 1 ~ 5 7)l^^)l^m. 

3) C3~7v^nT;i'^;P^. iT^cJi 

10 4) 1 i/s:{i21iOR2'»^-ea^$^iTv>T<) J:v>7i^;l/^ (^cf. R'" 
.I4R2»S (^+. R^'Mitt^O^ffll-Ct^^atl^C^i^^^fcl-o ) tl^tit 

5. (I) Xm^iiiit^m^ii^^X. Ei)^ 

1) C l-~7 7)l^^P^, 

2) 7i-;V^i5J:Uf/i/c{iCOOR»* (^4"^ R MiTK^M^i /ctiC 1 ~ 
20 4 T;w^>>i'^=gr^t>i-„ ) t?MSI$ii3tC 1 ~5 7;i/^;i'S. 

3) C 5-7 v^nT;W#Jl'*, t/cli 

4) C1~4T;u+;u*. C1~4T;1'3^v^, Ci - 4 T;i'^;i'-f :}-^. 

-hn^, -COOR"*^ R"M47K^/^i^. Cl~4 

T;w^;w*^t>to ) 1 i7ti4 21Bo^-c®^$^Tv^T'{) i 

^f^t^'yv-Mmmmmt^m^mmm itzfzu ^i^ifiiiE^[ijJii^<o ) o 
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6. (I) -C^^ii^it^!^. tiih<o^n^^. 'tiih<Dm.iim^. 

Xfytfziir^mk HDLr7^;^xD-;i.±#^[ij, L D L n n -;ui5 i If 

7 ^ -mmu 

8. (I) •c^$tL-s^k^tJ> ^tiib<^#^#tt:^, ^iihomma^. 

9. -jK^ (I) x^^ii&it^^. ^tih(D^m^. ^*ih(o]s&jtm^. 
20 tfzii^iiho^^mmmt Lx^:^ti>m^omm7tsMoiisLm^T 

mttzim^m^TMo 

1 0. N-rf-^l'-N- [ (2' - (IH-r h7V-;l'-5->f;l') -1, 

N, N-lfT. (2-^ -N* -yf-;l'-N' - [ (2' 

- (1 H-T h7y-->l'-5-^;l') -1, 1' -\£y3L:=.)V-4-^)]^) p<f- 
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Sequence Listing 
<110> ONO Pharmaceutical Co. .Ltd. 

<120> Control agent of peroxisome proliferator activated receptor 

<130> 0NF-2762PCT 

<150> IP 9-245101 
<151> 1997-09-10 

<160> 3 

<210> 1 
<211> 85 
<212> DNA 

<213> Artificial sequence 
<220> 

<223> Enhancer sequence including 4 times repeated Gal4 protein response 
sequences 

<400> 1 

tcgacggagt actgtcctcc gcgacggagt actgtcctcc gcgacggagt actgtcctcc 60 
gcgacggagt actgtcctcc gagct 85 

<210> 2 
<211> 9 
<212> PRT 
<213> Unknown 
<220> 

<223> Nuclear localization signal derived from SV-40 T-antigen 
<400> 2 
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Aia Fro Lys Lys Lys Arg Lys Yal Gly 
1 5 



<210> 3 
<211> 9 
<212> PRT 

<213> Influenza virus 
<220> 

<223> hemagglutinin epitope 



<400> 3 

Tyr Pro Tyr Asp Yal Pro Asp Tyr Ala 
1 5 
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2. QaimsNos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
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3. QaimsNos.: 
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Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 

The inventions of claims 1 to 9 relate to drug compositions including 

peroxisome proliferator activated receptor 7 -type controllers, which 
contain as the active ingredient amides or thioamide derivatives represented 
by the general formula (I) as set forth in claim 1, nontoxic salts or 
acid-addition salts of the same, or hydrates of these. 

The invention of claim 10 relates to two specific compounds represented 
by the above general formula (I), nontoxic salts or acid-addition salts of 
the same, or hydrates of these themselves. 

To infer the reason why the invention of claim 10 is limited to the two 
specific compounds from the disclosure of the description, the applicant 
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Is considered asserting that the two specific compounds are novel and the 
other compounds represented by the general formula (I) are publicly known. 
Thus, claims 1 to 9 are considered as containing two inventive concepts, 
i.e., "inventions relating to uses of novel compounds'* and "inventions 
relating to novel uses of publicly known compounds" in an intermingled state. 
When viewed from the prior art, further, the two specific compounds of claim 
10 do not provide any new concept of basic structure at all. Such being 
the case, the group of inventions of claims 1 to 9 and the invention of claim 
10 are not considered as relating to a group of inventions so linked as to 
form a single general inventive concept. 
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